21 . A mutant of a Escherichia co//jdnaQ49 strain established by the method according 
to claim 15 or 16, which grows in the presence of 26,000 (ag/ml of streptomycin. 

22. A mutant of a Escherichia coli dnaQ49 strain established by the method according 



to claim 15 or 17, which grows in the condition of pH 9.8. 



REMARKS 

Favorable reconsideration is respectfully requested in view of the foregoing amendments 
and the following remarks. 

With respect to Applicants' claim for foreign priority, Applicants note that the Examiner 
has failed to acknowledge Applicants' claim for foreign priority or acknowledge that all certified 
priority documents have been received. Applicants respectfully request such acknowledgment in 
the next Official Action. 

Claim 1 has been cancelled without prejudice and rewritten as new claim 14. Further, 
claims 4, 6 and 9 have been amended to depend on new claim 14 and to put the claims in better 
form under U.S. practice. Also, new claims 15-22 have been added to further protect specific 
embodiments of the present invention. Support for the claim amendments and new claims is 
readily apparent from the teachings of the specification (in particular, the Examples) and the 
original claims. Specifically, new claims 15, 16 and 18-21 are supported by Examples 1 and 2, and 
new claims 15, 17 and 22 are supported by Example 3. 
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With regard to the rejection of claims 1, 4, 6, 9 and 10 under 35 USC § 1 12, second 
paragraph, Applicants believe that each ground of rejection has been overcome by the 
amendments to the claims. Specifically, the phrases "many more" and "derived from" have been 
omitted in new claim 14 (which replaced original claim 1). Further, the limitation "the second 
time" is now more clearly presented in new claim 14. Thus, in view of these amendments, 
Applicants believe that this rejection can no longer be sustained and should be withdrawn. 

With regard to the rejections of claims 1, 9 and 10 under 35 USC § 1 12, first paragraph, 
these rejections are deemed to be untenable in view of the amended claims and are thus 
respectfully traversed. Since the claims are now directed using a mutator gene which causes a 
defect in the mutation repair mechanism of a cell under a certain condition which the Examiner 
has indicated to be enabling and which the Examples have demonstrated the inventors to be in 
possession of, Applicants respectfully request that these rejections be withdrawn. 

With regard to the rejection of claims 1, 4, 6, 9 and 10 under 35 USC § 103(a) as being 
unpatentable over Fijalkowska et al. and Lin et al. in view of either Imamoto et al. or Iwaki et al. 
and further in view of Pan et al. (1996 Antimicrobial Agents and Chemotherapy 40:2321-2326), 
this rejection is deemed to be untenable and is thus respectfully traversed. 

To establish a prima facie case of obviousness, the cited references in combination must 
teach or suggest the invention as a whole including all the limitations of the claims. Here, in this 
case, none of the cited references teach or suggest the method of the newly amended and added 
claims. Further, none of the cited references suggest the superior effects of the claimed invention 
which makes it possible to establish a mutant of Escherichia coli strain of new claims 18-22. For 
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example, although Pan et al. disclose an E. coli strain which grows in the presence of 100 ^ig/ml 
of ciproflaxacin, the claimed method succeeds in establishing a mutant strain tolerant to 500 |ig/ml 
of ofloxacin. Please note that both ciproflaxacin and ofloxacin belong to the "new quinolone 
drug" and the cellular mechanism of those drugs' activity is the same. 

Thus, Applicants believe that in light of the above, this rejection also cannot be sustained 
and should be withdrawn. 

Attached hereto is a marked-up version of the changes made to the specification and 
claims by the current amendment. The attached page is captioned " Version with markings to 
show changes made. " 

In view of the foregoing amendments and remarks, it is respectfully submitted that the 
Application is now in condition for allowance. Such action is thus respectfully solicited. 

If, however, the Examiner has any suggestions for expediting allowance of the application 
or believes that direct communication with Applicants' attorney will advance the prosecution of 
this case, the Examiner is invited to contact the undersigned at the telephone number below. 



LC/gtg 

Washington, DC. 20006-1021 
Telephone (202) 721-8200 
Facsimile (202) 721-8250 
August 6, 2002 



Respectfully submitted, 



Kiyoshi TAN ABE et al. 




Lee Cheng 

Registration No. 40,949 
Attorney for Applicants 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



The claims have been amended as follows. 

4. (Twice Amended) The method of muta t ion according to claim wherein the 
mutator gene is one or more mutator genes selected from the group consisting of dnaQ, dnaE, 
mutL, mutS, mutH, uvrD and dam. 

6. (Twice Amended) The method according to claim + : H wherein the certain condition 
for cMsinglthe defect offf the mutation repair mechanism is a certain temperature. 



9. (Thrice Amended) A mutant of a cell, whtrcmpk^ mutation is 

introduced int o thci pits genomic DNA of the cell infrpdUcect by any one of the methods 



Version with Markings to 
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METHOD OF MUTAGENESIS; 
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i ! I 
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i I ! ■ • I I'll II i I : i ; I ! ! ! i . I I ■:• ! I ' 

o 



where 
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mutation 
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random mutation 



individuals, introduction of 
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I 1 ! 1 ■ m M ■ MM I ' !M ii ..iMi I . . I • ill JMl 



relation; of 



useful 



and i its ! object is ; to 



random! mutation 



introcLuc'ed 

! !!■•! ■ P i ! ! 



into a 



15 



qelljor 

mi mini 
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